and Paul McCartney in music. The book was so much ahead of its time when it was published that, when I was consulting it for my clinical activities in the early 1980s, it did not really seem as if it had been written a decade earlier. When I browse through it today, I realize it is still ahead of its time, forty years later. How is it possible? Was it science fiction or has psychiatry failed to make substantial progress?
The Book
The book consisted of 685 pages on psychiatric assessment and treatment, including child psychiatry. In the first two chapters, the authors immediately explain how clinical judgment may be built and developed in psychiatric practice. The customary clinical taxonomy in psychiatry does not include patterns of symptoms, severity of illness, effects of comorbid conditions, timing of phenomena, rate of progression of illness, responses to previous treatments and other clinical distinctions that demarcate major prognostic and therapeutic differences among patients who otherwise seem to be deceptively similar since they share the same psychiatric diagnosis [2] . Let us consider some parts of the book.
Thomas Detre, one of the most influential psychiatrists of the past century, died after a long illness in 2011. He was born in Hungary in 1924. Unlike his family, he escaped death in the Holocaust. After the war, he moved to Italy and earned his medical degree in Rome in 1952. He then emigrated to the USA, where he became professor of psychiatry at Yale and, subsequently, at Pittsburgh. In this latter institution, as chairman of psychiatry he was able to build a leading department and as a vice chancellor for the health sciences he had a major influence in shaping the entire medical school.
I never had a chance to meet him in person, but I was very familiar with the book Modern Psychiatric Treatment he published with Henry Jarecki in 1971 [1] . Henry Jarecki was a psychiatrist at Yale; he then moved to a business career, to become a very successful entrepreneur and philanthropist. He currently lives between New York and the British Virgin Islands. I purchased the book in 1976, while an Italian medical student spending a summer elective in psychiatry in Dartmouth, and I have carried it with me since. It still has a special place in my personal library. It represents a unique blending of research evidence and clinical intuitions, one of the greatest exemplifications of the science of clinical judgment [2] . It derived from the magic encounter of two authors, much like the one that occurred in those years between John Lennon The Rollback Phenomenon In the section dedicated to 'Patterns of decompensation and remission' (pp. 52-54), Detre and Jarecki [1] provided a model for relating prodromal and residual symptomatology in psychiatric illness, defined as the rollback phenomenon; as the illness remits, it progressively recapitulates, though in reverse order, many of the stages and symptoms that were seen during the time it developed. 'For example, if an illness begins with occasional anxiety attacks that are superseded some weeks later by depressive symptoms which then become progressively more severe until, after several months, the patient develops total insomnia and confusion, the symptoms tend, as the condition improves, to remit in reverse order, the confusion and insomnia diminishing first, and the depressed mood next. After the depression lifts, the patient may again experience anxiety attacks for several weeks, until finally these symptoms, too, disappear [ 1 , p. 54] . ' According to the rollback model, there is also a temporal relationship between the time of development of a disorder and the duration of the phase of recovery: '… an illness that has arisen quickly is likely to recede quickly and, if it recurs, is likely to do so with the same rapidity that characterized previous episodes' [ 1 , p. 95] .
The rollback phenomenon was later substantiated in research on mood and anxiety disorders [3, 4] . While developing the concept of sequential treatment in the early 1990s, I just had this in mind. If prodromal symptoms may have a pathophysiological role in affective disorders and some residual symptoms may progress to become prodromal symptoms of relapse [5] , then reduction or disappearance of residual symptomatology may entail a more favorable long-term outcome of depression. A confirmation of this hypothesis was provided by a controlled therapeutic trial [6, 7] , later confirmed by several independent investigations [8] .
Staging
In the book, there is frequent reference to the concept of staging. For instance, in the progression of sleep disorders associated with psychiatric illness, Detre and Jarecki [ 1 , pp. 44-45] outlined two patterns of symptom development: type A disorders (exemplified by acute schizophrenic and manic episodes), where behavioral and sleep disturbances tend to arise, progress and remit relatively quickly, and type B illnesses (exemplified by depressive episodes), where both sleep disorders and mood symptoms develop and recede more slowly. However, the authors were careful in specifying that 'this dichotomization spells out only a trend … The distinction indicates only that those features found in each group tend to cluster together, not that they must' [ 1 , p. 42] .
Staging differs from the conventional diagnostic practice in that it does not only define the extent of progression of a disorder at a particular point in time but also where a person is currently located along the continuum of the course of illness [2] . When Robert Kellner and I developed staging methods for unipolar depression, mania, panic disorder and schizophrenia in 1993 [9] , I had in mind many clinical examples from Modern Psychiatric Treatment [1] .
Diagnostic Approaches
Clinical descriptions antedated DSM-III developments but were not that different. Let us look at how Detre and Jarecki [1] described the typical depressive episode: 'The typical depression is marked by symptoms of sadness, tearfulness, psychomotor retardation or agitation, anorexia, weight loss, diminished ability to concentrate, self-reproach, pessimism, diminished energy, libido, and interest, thoughts of death, suicidal ideas or attempts, insomnia and early morning awakening (EMA)' (pp. 162-163). Their diagnostic approach was not that of counting symptoms of a disorder and whether they cross an arbitrary cutoff, but to evaluate the extent to which a patient's clinical presentation matches a description of the disorder, the prototype diagnosis of psychiatric syndromes, which has been recently re-evaluated [10] . However, Detre and Jarecki were careful in pointing out that the typical description is in some ways an artifact and were very careful in outlining the full range of clinical presentations and their variability across age and multiple episodes. The same awareness of patient variability was applied to therapeutic responses (e.g. the likelihood of paradoxical reactions when using psychotropic drugs despite proper indications). The evaluations of overall severity, personal dysfunction and indications for treatment were guided by clinical judgment.
Differential Diagnosis
Attention was given to differentiations within a syndrome that may entail prognostic and therapeutic implications. For instance, in discussing delusional syndromes, the authors discriminated between type A delusions (that pervade all areas of the patient's thinking and are more frequent in younger persons and in those suffering from illness of relatively acute onset) and type B delusions (circumscribed, more frequent in older persons and in illnesses of slow onset) [ 1 , pp. 205-206] . The tricks of clinical presentations were emphasized throughout the text. A complementary approach involved building unitary con-cepts from apparently scattered phenomena. Detre and Jarecki [1] dedicated one chapter to neurotic disorders, indicating that single diagnoses (e.g. obsessive compulsive and phobic neurosis) needed to be differentiated but with the awareness that what was shared by syndromes such as anxiety, panic, phobic disturbances and irritability might be as important as the differences between them and might constitute a prognostic indicator [11] .
What Happened to Clinical Judgment?
While reading and consulting the book as a young psychiatrist, I always had the feeling that improvement in my performance was a function of upgrading my clinical judgment by trying to capture how senior colleagues and nurses came to certain conclusions and incorporating knowledge that could help me deal with complex and difficult clinical challenges. In this sense, Detre and Jarecki perfectly fit George Engel's description [12] of 'scientific physicians' (clinicians who fully apply the scientific method in their care of patients and in their understanding of the disease) as opposed to 'physician-scientists' (physicians whose primary commitment is to scientific research pertaining to medicine and who have little or no familiarity with the clinical process). Clinical practice is the source of fundamental scientific challenges for scientific physicians, whereas the application of basic (including pharmaceutical) research is the preferred focus of physician-scientists [12] .
When reading Modern Psychiatric Treatment in the 1970s, one could foresee important developments in psychiatric assessment and treatment, an exciting progressive refinement of clinical skills with the support of research. However, the scenario was about to change in an opposite direction, leading to a progressive detachment from clinical observation and judgment [13] .
The concept of evidence-based medicine, from its inception in the early 1990s, has achieved wide currency and enthusiastic endorsement in all areas of clinical medicine, including psychiatry [14] . The starting concern was reasonable; many patients were receiving ineffective treatments that were grounded in conventional practices, clinical intuition or physician idiosyncrasies rather than scientific evidence [15] . Feinstein and Horwitz [16] were among the first to warn about the dangers of excessive reliance on randomized controlled trials and meta-analyses. An issue which is neglected is the fact that, when transferred to clinical medicine from their origin in agricultural research, randomized trials were not intended to answer questions about the treatment of individual patients [16] . The results may show comparative efficacy of treatment for an average randomized patient but not for pertinent subgroups formed according to characteristics such as severity of symptoms, comorbidity and other clinical nuances.
What Could Modern Psychiatric Treatment Be Today?
In the early 1980s, discussing personality disorders, Robert Kellner [17] commented that classification systems have substantially increased agreement among diagnosticians because the conditions have been more clearly defined. He went on to write: 'However, agreement on a descriptive label does not necessarily mean agreement on a pathological entity (...). Sometimes the same underlying disorder can produce different clinical presentations (...). Conversely, different psychopathologies can lead to similar syndromes. For example the syndrome of persistent law-breaking, inability to learn from experience, and apparent disregard for group standards can stem in one person from the sociopathic traits of callousness, excessive egocentricity, and the absence of guilt; in another from impulsiveness and inadequate self-control; and in still another from emotional inadequacy (which prevents coping in a competitive society, and contributes to a guilt-ridden and fearful descent into crime)' [ 17 , pp. 439-440] . Hence the difficulties in choosing an appropriate treatment strategy for the condition under examination. Similarly, biomarkers may be the result of different mechanisms, not necessarily reflecting a specific disease process [18] . Reliance on the genetic makeup of the individual is generally based on the assumption of a fixed condition over the individual's lifetime [19] , whereas everything changes, both as a result of the natural course of a disease and its interactions with treatment [20] . If the application of biomarkers in medical practice should be guided by the concept of clinical utility (e.g. positive impact on patient outcome), how this can be determined is still an open question [18] .
Unfortunately, current psychiatric treatment, also a result of massive doses of propaganda, is guided by the disease model, where identification of a DSM disorder should automatically lead to a specific 'cure'. Evidencebased medicine has then accurately minimized the disadvantages of each therapeutic ingredient, not only in terms of side effects, but also of contraindications. Its reductionistic approach centered on the average patient hides the wide fluctuations in treatment response that may occur. Horwitz et al. [21] developed a method of clinical inquiry within randomized controlled trials that can enhance the applicability of results to clinical decision making. Reanalyzing the Beta-Blocker Heart Attack Trial, they found that propranolol reduced the risk of dying for the 'average' patient who survived an acute myocardial infarction, whereas it was harmful in a subgroup of patients characterized by specific treatment histories. If we accept the possibility that a treatment which is helpful on average may be ineffective in some and even harmful for others, we may learn that a given therapy may not be of value for a particular class or subgroup of patients who are defined in terms of more detailed (compared to the randomized controlled trial eligibility criteria) specifications of clinical conditions. This may stimulate further research on alternative therapies that could potentially benefit the class of patients defined by the subgroup for whom otherwise effective therapy is offering no benefit or may even be causing harm [21] . Many examples may be provided in the field of psychopharmacology [22] , as well as in psychotherapy research [23] .
Not surprisingly, mainstream research in psychiatry has entailed little, if any, clinical progress, and endorsement of the principles of evidence-based medicine has disdainfully tagged as nonscientific any flexibility that clinical science requires. As it applies to other cultural and scientific fields, however, it is thinking out of the box that may generate a paradigm shift that is able to assure continuity with the efforts of Detre and Jarecki [1] . Fortunately, there have been developments in the science of clinical judgment in psychiatry that may make it possible to draw the scenario of a modern psychiatric treatment that departs from current reductionistic models.
Diagnostic Formulations
Feinstein [24] remarks that, when making a diagnosis, thoughtful clinicians seldom leap from a clinical manifestation to a diagnostic endpoint. The clinical reasoning goes through a series of 'transfer stations', where potential connections between presenting symptoms and the pathophysiological process are drawn. These stations are a pause for verification, or a change to another direction [24] . The use of diagnostic transfer stations has been suggested by the sequential treatment model [8] , an intensive, two-stage approach that includes the use of a treatment (e.g. psychotherapy) after remission has been achieved with another (e.g. pharmacotherapy). The sequential model relies on repeated assessments (after each line of treatment has been completed) that may modify an initial diagnosis (e.g. preexisting anxiety disturbances may emerge after pharmacotherapy of a major depressive episode). It recognizes that for most patients, a single course of treatment is insufficient to yield adequate improvement and that different combined or sequential approaches may be necessary. Similarly, exclusive reliance on diagnostic criteria is suitable for relatively simple, well-circumscribed clinical pictures of new onset and in particular when it is important to determine whether the patient's disturbances are above or below a certain clinical threshold. However, when the clinical picture is complex, chronic and modified by courses of treatment, as in the majority of cases seen in psychiatric practice nowadays, different strategies should be endorsed.
Assessment Strategies
A method has been developed in psychiatry for organizing clinical data as variables in clinical reasoning. Emmelkamp et al. [25] introduced the concept of macroanalysis (a relationship between co-occurring syndromes and problems is established on the basis of where treatment should commence in the first place) in anxiety disorders. This method has been extended to mood disorders [26] , psychosomatic assessment [27] and drug dependence [28] . Macroanalysis starts from the assumption that in most cases there are functional relationships with other more or less clearly defined problem areas and that the targets of treatment may vary during the course of disturbances [25] [26] [27] [28] . Feinstein [29] , introducing the concept of comorbidity, referred to any 'additional co-existing ailment' separate from the primary disease, even in the case that this secondary phenomenon does not qualify as a disease per se. Indeed, in clinical medicine, the many methods that are available for measuring comorbidity are not limited to disease entities [30] . As a result, macroanalysis expands the focus of clinical attention from the usual symptomatic suspects to psychological well-being, illness behavior, emotional inhibition, allostatic load, family relationships and work situation [2] .
Clinical Reasoning
The link that is operated among these problem areas follows the routes of clinical reasoning and may involve: -establishing hierarchical relationships (e.g. the primary/secondary distinction based on chronological appearance of disturbances when depression occurs in the setting of anxiety);
-building unitary concepts (conditions that are apparently comorbid could be part of the same clinical syndrome), as was subsumed under the rubric of neurosis, in its phenomenological [11] and psychodynamic [31] traditions; -subtyping and differentiating within a diagnostic entity by incorporating elements of macroanalysis also within a diagnostic entity (e.g. anxious depression); the need to subtype major depressive disorder, since this category is too broad to yield meaningful treatment implications, has been recently underscored [32] [33] [34] ; -staging of disturbances, whereby a disorder is characterized according to seriousness, extension and longitudinal development [9] ; -determining the role of medical comorbidity (e.g. endocrine conditions that yield affective disturbances that are unlikely to respond to standard treatments) [35] , and -previous treatment history [20] , including effects such as tolerance, sensitization and resistance [22] , which constitute iatrogenic comorbidity.
Microanalysis
Clinical reasoning needs more information within a specific problem area and thus leads to microanalysis, a detailed analysis of specific symptoms (onset and course of the complaints, circumstances that worsen symptoms and consequences) [25] . For instance, when anxiety characterizes the clinical picture, it is necessary to know under which circumstances the anxiety becomes manifest, what the patient does when he/she becomes anxious, whether avoidant behavior occurs and what are the longterm consequences of the avoidance behavior. Microanalysis also consists of dimensional measurements, such as observer or self-rating scales for assessing anxiety and fears. Microanalysis is consequential and secondary to macroanalysis and leads to overcoming the assumption that there is a common assessment strategy for all clinical encounters (i.e. the obsolete concept of a psychometric battery). The use of biological markers in the setting of microanalysis may also be more clinically rewarding than its ideological application to ill-defined entities. Tomba and Bech [36] have specifically addressed the relationship between rating scales and macroanalysis, providing the clinimetric criteria to operate the choice of instruments. In clinimetrics, differential emphasis can be placed on symptoms, unlike in psychometrics, where all items are weighed the same [2] . In 1976, for instance, Bielski and Friedel [37] identified the predictors of a positive response to antidepressant drugs (insidious onset, upper socioeconomic class, anorexia, weight loss, middle and late insomnia and psychomotor disturbance). The presence, characteristics and intensity of specific symptoms may determine a redefinition of hierarchical relationships of problem areas and use of prototype diagnosis more than diagnostic criteria.
Treatment Planning
The planning of treatment thus requires determination of the symptomatic target of the first-line approach (e.g. pharmacotherapy) and tentative identification of other areas of concern to be addressed by subsequent treatment (e.g. psychotherapy). For instance, certain psychotherapeutic strategies can be deferred to a residual stage of depression, when state-dependent learning has been improved by the use of antidepressant drugs [8] . The hierarchical organization that is chosen may depend on a variety of factors (e.g. urgency, availability of treatment tools) that also include the patient's preferences and priorities. Macroanalysis is not only a tool for the therapist but can also be used to inform the patient about the relationship between different problem areas and motivate the patient to change. Such attention provides the background for maximizing the nonspecific ingredients of treatment, which are at least as important as those that are regarded as specific [2] . The concept of a shared decision is gaining increasing attention in clinical medicine [38] but is still seldom practiced in psychiatry [39] .
Treatment Selection
Choice of a treatment ingredient (e.g. an antidepressant drug) is thus dictated by consideration of its advantages and disadvantages, which are determined by evaluation of the specific clinical situation and not by abstract consideration of 'diseases' and 'cures' [26] . The model is realistic instead of idealistic as in evidence-based medicine. The ill-defined concept of treatment resistance is based on the untested assumption that treatment was right in the first place and failure to respond is entirely shifted onto (and implicitly blamed upon) the patient's characteristics. Treatment resistance thus calls for switching and augmentation, instead of reconsideration of the process of treatment selection. The naïveté of this approach is reminiscent of early research on the placebo effect and its quest for identification of the 'placebo reactor', before landmark innovative studies identified the importance of the settings and patient-doctor interaction and demonstrated that the same subject may display a placebo response in one experimental condition and not in another [40] [41] [42] [43] [44] .
The Treatment Unit This model of psychiatric treatment requires that the psychiatrist does not operate in isolation, but in close cooperation with an internist and a few psychotherapists, who may provide treatment after the initial evaluation of the psychiatrist according to a sequential therapeutic plan [45] . Such a team may provide broader services to medical populations, potentially encompassing patients who lack an organic explanation for their disturbances [27] . The role of psychiatrists in the traditional public mental health clinics has been hampered by a perceived restriction of the psychiatrist's role to prescribing and signing forms, limiting opportunities to engage in the kind of integrated care that attracted many physicians to this specialty [45] .
A Leading Role for Psychiatry as a Medical Discipline?
The concepts of macro-and microanalysis do not pertain only to clinical psychology and psychiatry but have been used with broader socioeconomic connotations. In particular, Charles Wright Mills argued that micro and macro levels of analysis can be linked together by the sociological imagination, i.e. the combination of private problems with public issues [46] . Individuals can only understand their experiences fully if they locate themselves within their period of history. It is the clinical imagination, as portrayed by Modern Psychiatric Treatment [1] , that may entail a solution to the current impasse of psychiatric research and practice. The notion of psychiatric disease is not in line with the changed spectrum of health and the complex interplay of biological and psychosocial factors [2] . Evidencebased medicine may lead to undertreatment, overtreatment or mistreatment and is not geared to the complexity of clinical situations [13] .
In the 1950s, the sociologist Harvey L. Smith defined the psychiatrist as the marginal man of the medical profession [47] . Psychiatry has been struggling against this marginality, but current emphasis on the role of biomarkers that should compensate the clinical inadequacies of psychiatrists are likely to reinforce this process further. Actually, in their clinical practice, psychiatrists use sophisticated forms of clinical judgment, master techniques of interviewing and history taking and are geared to integrating biological, psychological and social issues. However, these skills are minimized by current research strategies. Yet, fascinating vistas for clinical judgment are opening up. They should be welcome to all those who are disillusioned with the meager practical results of decades of mainstream psychiatric research and should become the preferred channel of funding and attention. Psychiatry could then lead other medical disciplines to an overdue reappraisal of evidence-based medicine and to a renewed interest in the key characteristics of clinical science in its explicit attention to humanness, where observation (outer-viewing), introspection (inner-viewing) and dialogue (inter-viewing) are the basic methodological triad for clinical assessment and for making patient data scientific [48] .
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